CENTER FOR DRUG EVALUATION AND RESEARCH

Approval Package for: 074879

Trade Name : KETOPROFEN EXTENDED-RELEASE
CAPSULES 200MG

Generic Name: Ketoprofen Extended-Release Capsules 200mg

Sponsor :  Elan Pharmaceutical Research Corporation

Approval Date: December 10, 1997




CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION 074879

CONTENTS
Included Pending Not Not
Completion Prepared Required
Approval Letter- X
Tenative Approval Letter
Approvable Letter
Final Printed Labeling X
Medical Review(s)
Chemistry Review(s) X
EA/FONSI

Pharmacology Review(s)

Statistical Review(s)

Microbiology Review(s)

Clinical Pharmacology
Biopharmaceutics Review(s)
Bioequivalence Review(s) X
Administrative Document(s)
Correspondence




CENTER FOR DRUG EVALUATION AND RESEARCH

licatio mber 7487

APPROVAL LETTERS




ANDA 74-87?

DEC | 0 ;g7

Elan Pharmaceutical Research Corporation
Attention: Sharon L. Hamm, Pharm.D.

1300 Gould Drive

Gainesville, GA 30504-3947

Dear Madam:

This is in reference to your abbreviated new drug application
dated March 29, 1996, submitted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosmetic Act, for Ketoprofen Extended-
release Capsules, 200 mg.

Reference is also made to your amendments dated October 18,
November 22, and December 18, 1996; and May 28, July 8, August
20, September 5, September 9, October 7, October 14, October 29,
October 30, November 12 and November 13, and November 25, 1997.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submittéd labeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined your Ketoprofen Extended-release Capsules, 200 mg, to
be bioequivalent and, therefore, therapeutically equivalent to
the listed drug (Oruvail® Extended-release Capsules, 200 mg, of
Wyeth Ayerst Research.

Your "interim" dissolution testing should be incorporated into
the stability and quality control program using the same method
stated in our October 7, 1997, correspondence. The "interim"
dissolution test(s) and tolerances are:

The dissolution testing should be conducted in 900 mL of
phosphate buffer, pH 7.2, at 37 C using USP 23 apparatus 2
(paddle) at 50 rpm. The test product should meet the
following interim specifications:

Time (hr) Amount Dissolved

1 Not less than
2 Not less than
4 Not less than
8 Not less €han
16 Not less than




The "interim" dissolution test(s) and tolerances should

be finalized by submitting dissolution data for the first

three production size batches in a supplemental application.

The supplemental application should be submitted under

21 CFR 314.70(c) (1) when there are no revisions to the interim
specifications or when the final specifications are tighter than
the interim specifications. 1In all other instances, the
supplement should be submitted under 21 CFR 314.70(b) (2) (ii).
Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81. The Office of
Generic Drugs should be advised of any change in the marketing
status of this drug. -

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-240). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.

We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-240) with a completed Form FD-2253 at the
time of their initial use.

Validation of the regulatory methods has not been completed. It
is the policy of the Office not to withhold approval until the
validation is complete. We acknowledge your commitment to
satisfactorily resolve any deficiencies which may be identified.

Sincerelv vours.

Roger L. WilTiams, M.D.

Deputy Center Director for Pharmaceutical
Science

Center for Drug Evaluation and Research

-
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Cau_lion: Federal law prohibits dispensing without prescription.

Extended-release Capsules
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10.

12.

13.

16.

18.

19.

ccC:

Elan Pharmaceutical Research Corporation
Attention: Sharon L. Hamm, Pharm. D.
1300 Gould Dr.

Gainesville, GA 30504-3947

LEGAL BASIS FOR ANDA SUBMISSION:

Listed drug: ' NDA #19,816

Exclusivity until September 24, 1996

Active ingredient, route of administration, dosage form,
strength are the same for ANDA and NDA.

SUPPLEMENT(S): N/A

PROPRIETARY NAME: N/A
NONPROPRIETARY NAME

Ketoprofen

SUPPLEMENT (s) PROVIDE(s) FOR: N/A
AMENDMENTS AND OTHER DATES:

April 1, 1996: Date of submission
September 5, 1997: Amendment
September 9, 1997: Bio correspondence
October 7, 1997: Bio correspondence

PHARMACOLOGICAL CATEGORY 11. Rx_or OTC
NSAID Rx

RELATED IND/NDA/DMF(s)
DOSAGE FORM 14. POTENCY

Extended-Release Capsules 200 mg
RECORDS AND REPORTS: None

CONCLUSIONS AND RECOMMENDATIONS : Approvable

((MV pending; dissolution specs interim)
REVIEWER: DATE COMPLETED:
Devinder S. Gill September 30, 1997
ANDA 74-879

Division File
Field Copy

Endorsements:

HFD-623/D.Gill/9-30-7"" s oM~ 7
HFD-623/V. Sayeed/ - ()22 KD
X:\new\firmsam\elan\ltrs&rev\74879ap.dg

F/T by: bc/10-21-97

and
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Ketoprofen | Elan Pharmaceutical Research

200 mg ER Capsule Gainsville, Georgia-30504
ANDA 74-879 Submission Date:
Reviewer: Pradeep M. Sathe, Ph.D. October 30, 1997,
WP #74879D0.n97 November 25, 1997
E THE DISSOLUTION D T ET MPOSITION

LBACKGROUND: This consult review refers to ANDA 74-879 submitted to the
Division of Bioequivalence on March 29, 1996 and the subsequent dissolution
amendments submitted on August 20, 1997 and September 9, 1997, for the 200 mg
Ketoprofen ER capsule formulation. The Division reviewed the ANDA and the
dissolution information and in a review dated September 20, 1997, set the following
dissolution specifications:

1 hour : Not less than
2 hour : Not less than
4 hour : Not less than
8 hour : Not less than
16 hour : Not less thar.




Table 1 : Batch composition of the bio-study lot and the scale-up composition

ranges sought by the firm

Colloidal Silicon Dioxide

Ethylcellulose

Ingredient Bio-Study lot Revised Compositions
Composition as sought for the Scale-Up
Presented in the ANDA [ (mg/capsule)
(mg/capsule)

Ketoprofen 200 200

Non Pareil Seeds -

Talc

Polyvinylpyrrolidone

Isopropyl Alcohol

Table 2 : Newly sought target composition compared to the closely resembling lot

composition.

Ingredient

New Target Batch
Composition Sought by
the firm (mg/capsule)

Target Composition of
Lot #DD1212

(mg/capsule)

Ketoprofen

200

200

Non Pareil Seeds

Talc

Colloidal Silicon Dioxide

Ethylcellulose

Polyvinylpyrrolidone

Isopropyl Alcohol




IIL.THE DISSOLUTION: The following methodology was used for the comparative
dissolution of the bio-study lot #C5J1932 and lot #DD1212 (the closest target
composition lot).

Apparatus: USP XXIII Apparatus 2 (paddle)
Speed: 50 rpm
Medium: Phosphate buffer, pH 7.2
Volume: 900 ml
Q: 1 hour :

2 hour :

4 hour :

8 hour :

16 hou-

A. RESULTS OF THE DISSOLUTION TESTING : The dissolution results are given in
Table 3. _

IV.COMMENTS :

1. The Lot #DDI1212 composition closely resembles the firm’s proposed target
composition.

2. The mean dissolutions and co-efficients of variation of the bio-studied lot #C5J1932
compare closely with the approximate target lot #DD1212.

3. The dissolutions of both lots #C5J1932 and #DD1212, comply with the previously.
set dissolution specifications.

V.RECOMMENDATIONS:

1. The dissolution testing data conducted by Elan Pharmaceutical Research Inc. on its
Ketoprofen ER capsule, lot #DD1212 is acceptable.

2. Firm’s proposed target composition for the Ketoprofen ER capsule is acceptable and
deemed equivalent to the bio-study lot composition.
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OREAES:
Pradeep M. Sathe, Ph.D.
Division of Bioequivalence,

Review Branch I.

FT INITIALED BY YCHUANG H
Concur: - - 12)2]a4F
Rabindra Patnaik, Ph.D.
Acting Director, Division of Bioequivalence.

RD INITIALED BY YCHUANG
"‘/"* / q 7
\

cc: ANDA 74-879 (original, duplicate), HFD-650 (Director), HFD-652 (Huang, Sathe),
Division File, Drug File.




| Table 3. In-Vitro Dissolution Testing “

Drug (Generic Name): Ketoprofen

Dose Strength: 200 mg ER Capsule
ANDA No.: 74-879

Firm: Elan Pharmaceutical Research Inc.
Submission Date: November 18, 1997
Units Used: 6

I. Conditions for Dissolution Testing: "

Apparatus: USP XXIII Apparatus 2 (paddle) -
Speed: 50 rpm
Medium: Phosphate buffer, pH 7.2
Volume: 900 ml
Q: I hour: o
2 hour :
4 hour :
8 hour :
16 hour
II.  Results of In Vitro Dissolution Testing: "
Sampling Bio-study Lot : C5J1932 Approximate Target Lot : DD1212
Times Ketoprofen ER Capsule Ketoprofen Capsule
(Hours) Strength (200 mg), Strength (200 mg)
(Rev.date:9/20/97)
Mean % Range %CV | Mean % Range %CV
1 9.1 ) 11.4 11.6
2 19.28 5.6 20.5
4 38.1 3.6 38.8
8 64.9 4.7 68.0
16 90.3 | 1.4 91.9 |
|




SEP 20 |9g7

1
Ketoprofen Extended Release Elan Pharmaceutical
200 mg Capsules Gainesville, Georgia
ANDA # 74-879 Submission Date:
Reviewer: Man M. Kochhar S8eptember 9, 1997

4(15 30, 1997

The firm has requested that the Division of Bioequivalence
reconsider the dissolution specifications. The firm's
specifications are based upon three recently manufactured lots.

Comments:

1. The firm has provided the dissolution profiles of three new lots
along with the bio-batch lot.

2. The new dissolution specifications are based upon the three
recently manufacture lots and the bio-batch 1lot which is
approximately 18 months old. The specifications suggested by the
firm are acceptable to the Division of Bioequivalence. The
specifications are as follows:

Amount dissolved

1 hour
2 hours
4 hours
8 hours
16 hours

3. The firm should be allowed to conduct dissolution using 5 time
points as mentioned in comment # 2.

RECOMMENDATIONS :

1. The fasting, non-fasting, and multiple-dose bioequivalence
studies conducted by Elan Labs on its Ketoprofen Extended Release,
200 mg capsules, lot # C5J1932, comparing it to Oruvail capsules,
200 mg, lot # 9950321, manufactured by Wyeth Ayerst have been found
acceptable by the Division of Bioequivalence. The studies
demonstrate that under fasting, non-fasting and steady-state
conditions the Elan's Ketoprofen Extended Release 200 mg Capsules
are bioequivalent to the reference product Oruvail 200 mg capsules
manufactured by Wyeth Ayerst. :

2. The in vitro test results are acceptable. The dissolution




2

testing should be incorporated into the firm's manufacturing
controls and stability program. The dissolution testing should be
conducted in 900 mL of phosphate buffer, pH 7.2 at 37°C using USP
XXIII apparatus 2 (paddle) at 50 rpm. The test should meet the
following interim specifications:

Amount Dissolved
Hours
Hours
Hours
Hours_
Hours

AN

1

3. From the bioequivalence point of view, the trirm nas mec tne
requirements for in-vivo bioequivalence and in-vitro dissolution
testing and the study is acceptable.

The firm should be informed of the new recommendations.
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“ Table 1 . In Vitro Dissolution Testing |

Drug (Generic Name): Ketoprofen ER
Dose Strength: 200 mg

ANDA No.: 74-879

Firm: Elan Labs

Submission Date: April 1, 1996
File Name:

I. Conditions for Dissolution Testing:

USP XXIII Basket: paddle: X RPM: 50
No. Units Tested: 12
Medium: Volume: 900 phosphate buffer, pH 7.2

Specifications:1 Hour
2 Hours
4 Hours
8 Hours
16 Hours

Reference Drug: Oruvail
Assay Methodology:
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ANDA 74-879

OCT =7 1997

Elan Pharmaceutical Research Corporation
Attention: Roger Wayne Riley, R.Ph.
1300 Gould Drive

Gainesville GA 30504

Dear Sir:

" Reference is made to your abbreviated new drug application submitted pursuant to Section 505 (j)
of the Federal Food, Drug and Cosmetic Act for Ketoprofen Extended-release Capsules 200 mg.

1.

The Division of Bioequivalence has completed its review and has no further questions at
this time.

The following interim dissolution testing will need to be incorporated into your stability and
quality control programs: '

The dissolution testing should be conducted in 900 mL of phosphate buffer, pH 7.2 at 37°C
using USP 23 apparatus 2 (paddle) at 50 rpm. The test should meet the following interim
specifications:

Amount Dissolved

1 Hours
2 Hours
4 Hours
8 Hours
16 Hours

The inteﬁth specifications are based on the further review of the dissolution data on the
bioequivalence lot. The final dissolution specifications will be set upon review of the
dissolution data on at least 3 production batches.




Please note that the bioequivalency comments expressed in this letter are preliminary. The above
bioequivalency comments may be revised after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology, labeling or other scientific or regulatory
issues. A revised determination may require additional information and/or studies, or may conclude
that the proposed formulation is not approvable.

Sincerely yours,

Rabindra N. Patnaik, Ph.D.

Acting Director,

Division of Bioequivalence

Office of Generic Drugs

Center for Drug Evaluation and Research




